TCT-136: The Novel Synthetic Peptide PSRCDCR-NH2Is A More Potent Inhibitor Than Aspirin And Heparin In An Experimental Carotid Artery Thrombosis Model  by unknown
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$$:0,SOXV[%0'01&WUDQVSODQWDWLRQLQWRQRQ,$JURXS
 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$UJ*O\$VS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SUHYLRXVO\UHSRUWHGWKHV\QWKHVLVRIDF\FOLFSHSWLGHWKH66365&'&51+WKDWH[HUWVDQWLSODWHOHW
HIIHFWV WKURXJK QRQ5*' LQWHUDFWLRQV LQ FRQWUDVW WR *3,,E,,,D LQKLELWRUV XVHG LQ FRQWHPSRUDU\
FOLQLFDOSUDFWLFH,QWKHSUHVHQWVWXG\ZHUHSRUWWKLVSHSWLGH¶VHIIHFWVFRPSDUHGWRDVSLULQDQGKHSDULQ
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PJNJK &DURWLG DUWHU\ EORRG ÀRZ ZDV FRQWLQXRXVO\ PRQLWRUHG ZKLOH WKURPEXV IRUPDWLRQ ZDV
LQGXFHGE\HOHFWULFDOVWLPXODWLRQDSSOLHGRQWKHFDURWLG¶VH[WHUQDOVXUIDFHPLQDIWHUWKHLQLWLDWLRQ
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DPRXQWRIEORRGDFFXPXODWHGRQDSUHZHLJKHGJDX]HSRVLWLRQHGRQDVWDQGDUGL]HGLQFLVLRQSHUIRUPHG
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UHVSHFWLYHO\SIRUDOOFRPSDULVRQV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LQGXFHG DJJUHJDWLRQZDV VLJQL¿FDQWO\ KLJKHU LQ WKH SHSWLGH DQG DVSLULQ JURXSV 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&RQFOXVLRQV 7KH F\FOLF QRQ5*' SHSWLGH 66 365&'&51+ VLJQL¿FDQWO\ SUHVHUYHV FDURWLG
EORRGÀRZFRPSDUHGWRKHSDULQDQGUHGXFHVWKURPEXVZHLJKWFRPSDUHGWRDVSLULQDQGKHSDULQE\
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-DNREVRQV
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%DFNJURXQG7KHSUHVHQFHRIGLDEHWHVPHOOLWXVKDVDGHOHWHULRXVHIIHFWRQFRURQDU\DUWHU\GLVHDVH
*O\FHPLFFRQWUROUHGXFHVWKHFDUGLRYDVFXODUULVN2XUJRDOZDVWRHYDOXDWHWKHVDIHW\DQGHI¿FDF\
RIDXWRORJRXVERQHPDUURZPRQRQXFOHDUFHOOV%00&WUDQVSODQWDWLRQLQSDQFUHDWLFFLUFXODWLRQIRU
WUHDWPHQWRISDWLHQWVZLWKGLDEHWHVPHOOLWXV
0HWKRGV:HHQUROOHGSDWLHQWVZLWKFRURQDU\DUWHU\GLVHDVHDQG7\SHGLDEHWHVIRUPRUHWKDQ
\HDUVZKRZHUHUHFHLYLQJRUDODQWLK\SHUJO\FHPLFWKHUDS\:HDVSLUDWHGPOERQHPDUURZYLDLOLDF
FUHVWVDQGLVRODWHG%00&VZKLFKZHUHWKHQLQIXVHGWRWKHSDQFUHDVGLUHFWO\YLDEUDQFKHVRIVSOHQLF
DUWHU\RUVXSHULRUSDQFUHDWLFRGXRGHQDODUWHU\GXULQJRFFOXVLRQRIWKHGLVWDOOXPHQXVLQJRYHUWKHZLUH
EDOORRQV3DWLHQWVZHUHIROORZHGXSIRUPRQWKVSRVWSURFHGXUH7KHORQJWHUPIROORZXSLVRQJRLQJ
5HVXOWV 7KH FHOO WKHUDS\ ZDV SHUIRUPHG ZLWKRXW DQ\ SHULSURFHGXUDO FRPSOLFDWLRQ 'XULQJ WKH
PRQWK IROORZXS QRQH RI WKH SDWLHQWV KDG VHULRXV DGYHUVH HYHQWV  SDWLHQWV  VKRZHG DQ
LPSURYHG JO\FHPLF FRQWURO DOO SDWLHQWV UHPDLQHG LQVXOLQ LQGHSHQGHQW 7KHUH ZDV D VLJQL¿FDQW
GHFUHDVHLQ+E$FIURPDWEDVHOLQHWRGXULQJPRQWKVIROORZXSS 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17
SUR%13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 UHVSHFWLYHO\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EDVHOLQH OHYHOV RI 9(*)0&3 DQG ,/ZHUH QRW VLJQL¿FDQWO\ GLIIHUHQW 7KH OHYHO RI 9(*)
LQFUHDVHGVLJQL¿FDQWO\DWGD\DIWHU3&,LQWKHJURXS,EXWQRWWKHJURXS,,SJP/WRSJ
P/S  LQ WKHJURXS , SJP/ WRSJP/S 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YVS $WPRQWKDIWHU3&,WKH/9()ZDVLPSURYHG
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WRS,QPXOWLYDULDWHDQDO\VLV%DVHOLQH17SUR%13
OHYHODQG¨9(*)9(*)DWGD\PLQXVEDVHOLQH9(*)ZHUHDVVRFLDWHGZLWK(3&PRELOL]DWLRQ
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&,
WRS 
&RQFOXVLRQ7KH(3&PRELOL]DWLRQDIWHU3&,LQSDWLHQWVZLWK$0,ZDVUHODWHGWRWKHLPSURYHPHQW
RI/9()7KHEDVHOLQH17SUR%13DQG¨9(*)ZHUHLQGHSHQGHQWSUHGLFWRUVRI(3&PRELOL]DWLRQLQ
SDWLHQWVZLWK$0,ZKRXQGHUZHQW3&,
7&7
+XPDQ&DUGLDF$XULFOH&RQWDLQV3UROLIHUDWLQJDOSKDPKF3RVLWLYH3UHFXUVRU&HOOV
.DL-DTXHW&KULVWLQH)UDUN0RQD1DXHU]$QGUHD3DZHOF]\N3DWDSLD=D¿ULRX/DXUD
=HODUD\DQ6WHSKDQ*HLGHO.DUO+HLQ].XFN0DUWLQ%HUJPDQQ
$VNOHSLRV.OLQLN6W*HRUJ+DPEXUJ*HUPDQ\0D['HOEUFN&HQWHUIRU0ROHFXODU
0HGLFLQH%HUOLQ*HUPDQ\
3XUSRVH 6WHPFHOOV GHULYHG IURPERQHPDUURZ VKRZRQO\ OLPLWHG HIIHFWZKHQ WUDQVSODQWHG LQWR
KHDUWP\RFDUGLXP7KHUHIRUHWKHUHLVWKHQHHGWRVHDUFKIRUSUHFXUVRUFHOOVZLWKPRUHSURQRXQFHG
UHJHQHUDWLYH SRWHQWLDO:H KDYH VKRZQ SUHYLRXVO\ LQ URGHQWV WKDW FDUGLDF UHVLGHQW VWHP FHOOV DUH
DEOHWRUHJHQHUDWHIXQFWLRQDOFDUGLRP\RF\WHVIROORZLQJH[SHULPHQWDOLQIDUFW+HUHZHGHPRQVWUDWH
HYLGHQFHIRUWKHH[LVWHQFHRIHQGRJHQRXVFDUGLDFSUHFXUVRUFHOOVZKLFKFDQSUROLIHUDWHDQGLQSDUDOOHO
GHPRQVWUDWHH[SUHVVLRQRIDQHDUO\FDUGLRP\RF\WHPDUNHUα0+&LQKXPDQVDVZHOO
0HWKRGV)UHVKKXPDQFDUGLDFDXULFOHWLVVXHVSHFLPHQZHUHPLQFHGDQGFXWLQWRVPDOOSLHFHVRIRIOHVV
WKDQPP7LVVXHIUDJPHQWVZHUHJOXHGRQWR¿EURQHFWLRQFRYHUHGSHWULGLVKHV$IWHUIRUPDWLRQRI
D¿EUREODVWPRQROD\HUIXUWKHUSUROLIHUDWLRQZDVSUHYHQWHGXVLQJPLWRP\FLQ7RDFKLHYHDFRFXOWXUH
FROODJHQDVHGLJHVWHGKXPDQKHDUWWLVVXHFDUGLDFDXULFOHZDVVHHGHGRQWRWKH¿EUREODVWIHHGHUOD\HU
5HVXOWV ,PPXQRÀXRUHVFHQFH DQDO\VLV ,) XVLQJ .L P$E DIWHU D G FRFXOWXULQJ SHULRG
GHPRQVWUDWHGWKDWSUROLIHUDWLRQZDVHIIHFWLYHO\VXSSUHVVHGLQWKHIHHGHUOD\HU2QO\RIWKH
¿EUREODVWVZHUHSRVIRU.L:KHQXVLQJWKHDOSKDP\RVLQKHDY\FKDLQα0+&P$EVRPHVPDOO
URXQGFHOOVFRXOGEHVWDLQHGSRVLWLYH7KHQXFOHXVRIWKHVHYHU\UDUHFHOOVZDVOHVVWKDQKDOIWKHVL]HRI
D¿EUREODVWQXFOHXVDQGWKHFHOOVFOHDUO\VKRZHGPLWRWLFDFWLYLW\
&RQFOXVLRQV7KHFHOOVZHLVRODWHGIURPKXPDQFDUGLDFDXULFOHWLVVXHPHHWFULWHULDZKLFKDSSO\WR
DQHQGRJHQRXVFDUGLDFSUHFXUVRUFHOO7KHFHOOVDUHUDUHDQGVPDOOVL]HGZLWKDQDUURZF\WRSODVPLF
VHDP  7KH FHOOV VKRZ SUROLIHUDWLRQ DFWLYLW\ .L  7KH FHOOV VWDLQ SRVLWLYH IRU WKH HDUO\
FDUGLRP\RJHQLFPDUNHUα0+&&RPSDUHGZLWKERQHPDUURZGHULYHGVWHPFHOOV WKHVHFDUGLDF
HQGRJHQRXVSUHFXUVRUFHOOVPLJKWSRVVHVVDKLJKHUUHJHQHUDWLYHSRWHQWLDO
